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Terapie “non farmacologiche”

•Integratori
•Diete di esclusione

•Terapie “complementari”



Terapie “non farmacologiche”
Integratori
•Probiotici

•Curcumina

•Omega-3 fatty acids



Probiotici nella terapia delle malattie infiammatorie 
intestinali

• Formulazione De Simone
• Escherichia coli Nissle 1917 
• Saccharomyces boulardii
• Lactobacillus (GG, acidophilus, rhamnosus, plantarum, reuteri) 
• Bifidobacterium (longum, breve)
• Enterococcus spp
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Until 2016, the De Simone Formulation (DSF) was sold as VSL#3® and had established its efficacy in 
inflammatory bowel diseases. After 2016, the VSL#3® product no longer contains DSF. Accordingly, 
the VSL#3 references in the ECCO Guidelines 2017 exclusively endorse DSF supported by scientific 
evidence.

ECCO Official Statement October 17th 2023 

Gastroenterology, September 2019





Clinical effects and gut microbiota changes of using probiotics,
prebiotics or synbiotics in inflammatory bowel disease: a systematic review and 
meta-analysis

Zhang et al J Clin Nutr 2021



Probiotics for induction of remission in ulcerative colitis

Kaur et al Cochrane Library 2020 



Probiotics for induction of remission in ulcerative colitis

Kaur et al Cochrane Library 2020 



Probiotics for induction of remission in ulcerative colitis

Dewa et al APT 2017
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Probiotics for induction of remission in ulcerative colitis

Dewa et al APT 2017

Remissione clinica

VSL#3 Placebo



Kaur et al Cochrane Library 2020 

...

Probiotics for induction of remission in ulcerative colitis



Probiotic Mix VSL#3 Is Effective Adjunctive Therapy for Mild to Moderately Active 
Ulcerative Colitis: A Meta-analysis

Mardini et al IBD 2014

UC treatment regimen: grande eterogeneità fra gli studi valutati



Probiotics for induction of remission in ulcerative colitis

Kaur et al Cochrane Library 2020 

Low-certainty evidence suggests that probiotics may induce clinical remission in active ulcerative colitis when compared to placebo.

There may be little or no difference in clinical remission with probiotics alone compared to 5-ASA. 

There is limited evidence from a single study which failed to provide a definition of remission, that probiotics may slightly improve the 
induction of remission when used in combination with 5-ASA. 

There was no evidence to assess whether probiotics are effective in people with severe and more extensive disease, or if specific preparations 
are superior to others. 

Further targeted and appropriately designed RCTs are needed to address the gaps in the evidence base. In particular, appropriate 
powering of studies and the use of standardised participant groups and outcome measures in line with the wider field are needed, as well as 
reporting to minimise risk of bias.
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Probiotics for maintenance of remission in ulcerative colitis

Iheozor-Ejiofor et al Cochrane Library 2020 



Probiotics for maintenance of remission in ulcerative colitis

Iheozor-Ejiofor et al Cochrane Library 2020 



Probiotics for maintenance of remission in ulcerative colitis

Iheozor-Ejiofor et al Cochrane Library 2020 

The effectiveness of probiotics for the maintenance of remission in ulcerative colitis 
remains unclear. 
This is due to low- to very low certainty evidence from poorly conducted studies, which 
contribute limited amounts of data from a small number of participants. 
Future trials comparing probiotics with 5-ASA rather than placebo will better reflect 
conventional care given to people with ulcerative colitis.
Appropriately powered studies with a minimum length of 12 months are needed
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Losurdo et al J Gastrointestin Liver Dis 2015

Escherichia coli Nissle 1917 vs mesalazina nella colite ulcerosa in 
remissione: metaanalisi
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Prophylaxis of Pouchitis Onset With Probiotic Therapy:
A Double-Blind, Placebo-Controlled Trial

Gionchetti et al Gastroenterology 2003



VSL#3 nella terapia di mantenimento della pouchite ricorrente (dopo remissione 
indotta da antibiotici)

Mimura et al Gut 2004 
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Pazienti arruolati: 36 (29 Bologna; 7 Londra)

VSL#3 Placebo



VSL#3 nella terapia di mantenimento della pouchite ricorrente (dopo remissione 
indotta da antibiotici)

Singh et al Cochrane Library 2015



Singh et al Cochrane Library 2015

For chronic pouchitis, low quality evidence suggests that VSL#3 may be more 
effective than placebo for maintenance of remission. 

For the prevention of pouchitis, low quality evidence suggests that VSL#3 may be 
more eLective than placebo. 

Well designed, adequately powered studies are needed to determine the optimal 
therapy for the treatment and prevention of pouchitis

Treatment and prevention of pouchitis aer ileal pouch-anal
anastomosis for chronic ulcerative colitis
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Shen et al Lancet Gastroenterolo Hepatol 2022

Treatment of pouchitis, Crohn’s disease, cuffitis, and other inflammatory disorders of the pouch: 
consensus guidelines from the International Ileal Pouch Consortium 



Probiotics for induction of remission in Crohn's disease

Limketkai et al Cochrane Library 2020 

The available evidence is very uncertain about the efficacy or safety of probiotics, when compared with 
placebo, for induction of remission
in Crohn's disease. There is a lack of well-designed RCTs in this area and further research is needed.



Probiotics for induction of remission in Crohn's disease

Zhang et al J Clin Nutr 2021



Probiotici per la prevenzione della recidiva post-chirurgica

Derwa et al et al APT 2017



Probiotici nella terapia della colite ulcerosa
Possibili indicazioni 

• Formulazione de Simone nella terapia di mantenimento della pouchite
antibiotico-dipendente

• Escherichia Coli Nissle 1917 nella terapia di mantenimento della colite 
ulcerosa in pazienti intolleranti a mesalazina

• Probiotici contenenti ceppi multipli in aggiunta a mesalazina nella 
terapia di mantenimento della colite ulcerosa
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Omega-3 Free Fatty Acids for the Maintenance of Remission in Crohn’s Disease 
The EPIC Randomized Controlled Trials

Feagan et al, JAMA 2008



Omega 3 fatty acids (fish oil) for maintenance of 
remission in Crohn's disease (Review)

Lev-Tzion R, et al Cochrane Library 2014 

Authors' conclusions
Evidence from two large high quality studies suggests that omega 3 fatty acids are probably ineffective for 
maintenance of remission in CD.
Omega 3 fatty acids appear to be safe although they may cause diarrhea and upper gastrointestinal tract 
symptoms.



Curcumin Maintenance Therapy for Ulcerative Colitis: Randomized, Multicenter, 
Double-Blind, Placebo-Controlled Trial
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Pazienti arruolati: 89

SASP o 5-ASA + curcumina 1 gr x 2

SASP o 5-ASA + placebo

Hanai et al, Clin Gastroenterol Hepatol 2006

p= 0.040



Curcumin in Combination With Mesalamine Induces Remission in Patients With 
Mild-to-Moderate Ulcerative Colitis in a Randomized Controlled Trial

Lang  et al, Clin Gastroenterology Hepatol 2015

Curcumina 3 gr/die



Novel Bioenhanced Curcumin With Mesalamine for Induction of Clinical and 
Endoscopic Remission in Mild-to-Moderate Ulcerative Colitis

Banerjee et al J Clin Gastroenterol 2021Bioenhanced form of curcumin 100 mg/die
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Curcumin-QingDai combination for patients with active ulcerative colitis: A 
randomized double-blinded placebo-controlled trial

Ben-Horin al, Clin Gastroenterol Hepatol 2023



Highly Bioavailable Curcumin Derivative Ameliorates Crohn’s Disease Symptoms: A 
Randomized, Double-Blind, Multicenter Study

Sugimoto et al JCC 2020Theracurmin 360 mg/die



Oral Curcumin No More Effective Than Placebo in Preventing Recurrence of 
Crohn’s Disease After Surgery in a Randomized Controlled Trial

Bommelaer al, Clin Gastroenterol Hepatol 2020Curcurmina 3 gr/die



AGA Technical Review on the Management of Mild-to-Moderate Ulcerative Colitis

Singh et al Gastroenterology 2019 

In patients with mild–moderate UC, the benefit of probiotics over placebo, or over 
mesalamine for induction and maintenance of remission is uncertain (low to very low-
quality evidence)

In patients with mild–moderate UC despite 5-ASA therapy, the benefit of adding oral 
curcumin for induction of remission is unclear (very low-quality evidence), but it may be 
beneficial for maintenance of remission (low-quality evidence).



Diete di esclusione nel trattamento delle IBD
• high fiber
• low refined carbohydrates
• low microparticle
• low calcium 
• symptoms-guided diet 
• highly restricted organic diet
• low red processed meat diets
• Alberta-based anti-inflammatory diet
• carrageenan-free diet 
• milk-free diet
• Mediterranean diet



Limketkai et al CGH 2022

Dietary Interventions for the 
Treatment of Inflammatory

Bowel Diseases: An Updated 
Systematic Review and 

Metaanalysis

Among the most robust dietary trials 
in IBD currently available, certainty 
of evidence remains very low or low. 
Nonetheless, emerging data suggest 
potential benefit with PEN for 
induction and maintenance of 
remission in CD. Reduction of red 
meat and refined carbohydrates 
might not reduce risk of CD relapse. 
As more dietary studies become 
available, the certainty of evidence 
could improve, thus allowing for 
more meaningful recommendations 
for patients.
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A Low-FODMAP Diet Provides Benefits for Functional Gastrointestinal Symptoms but 
Not for Improving Stool Consistency and Mucosal Inflammation in IBD: A Systematic

Review and Meta-Analysis

Peng et al Nutrients 2022
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Crohn’s Disease Exclusion Diet Plus Partial Enteral Nutrition
Induces Sustained Remission in a Randomized Controlled Trial

Levine et al Gastroenterol oly 2019



The Crohn’s disease exclusion diet for induction and maintenance of remission in adults 
with mild-to-moderate Crohn’s disease (CDED-AD): an open-label, pilot, randomised trial 

Yanai et al Lancet Gastroenterol Hepatol 2022



Treatment of Active Crohn’s Disease With an Ordinary
Food-based Diet That Replicates Exclusive Enteral Nutrition

Svolos et al Gastroenterology 2019



Mindfulness-based therapy for inflammatory bowel disease patients with functional
abdominal symptoms or high perceived stress levels

Berrill et al JCC 2014



Mindfulness Intervention Decreases Frequency and Severity of Flares in Inactive
Ulcerative Colitis Patients:Results of a Phase II, Randomized, Placebo-Controlled
Trial

Jedel et al IBD 2022



Randomised clinical trial: yoga vs written self-care advice for
ulcerative colitis

Cramer et al APT 2017



Gut-directed hypnotherapy significantly augments clinical remission in quiescent
ulcerative colitis

Keefer et al APT 2013



A Prospective Pilot Randomized Study: Electroacupuncture vs. Sham Procedure for 
the Treatment of Fatigue in Patients With Quiescent Inflammatory Bowel Disease

Horta et al IBD 2020
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• Formulazione De Simone
• Escherichia coli Nissle 1917 
• Saccharomyces boulardii
• Lactobacillus (GG, acidophilus, rhamnosus, plantarum, reuteri) 
• Bifidobacterium (longum, breve)
• Enterococcus spp

Probiotici nella terapia delle malattie 
infiammatorie intestinali



2 Probiotics for induction of remission in ulcerative colitis

Kaur et al Cochrane Library 2020 



3 Probiotics for induction of remission in ulcerative 
colitis

Low-certainty evidence suggests that probiotics may induce clinical remission in active ulcerative colitis 
when compared to placebo.

There may be little or no difference in clinical remission with probiotics alone compared to 5-ASA. 

There is limited evidence from a single study which failed to provide a definition of remission, that probiotics
may slightly improve the induction of remission when used in combination with 5-ASA. 

There was no evidence to assess whether probiotics are effective in people with severe and more extensive 
disease, or if specific preparations are superior to others. 

Further targeted and appropriately designed RCTs are needed to address the gaps in the evidence 
base. In particular, appropriate powering of studies and the use of standardised participant groups and 
outcome measures in line with the wider field are needed, as well as reporting to minimise risk of bias.

Kaur et al Cochrane Library 2020 



4
Escherichia coli Nissle 1917 vs mesalazina nella colite 

ulcerosa in remissione: metaanalisi

Losurdo et al J Gastrointestin Liver Dis 2015



5 Probiotics for maintenance of remission in 
ulcerative colitis

The effectiveness of probiotics for the maintenance of remission in 
ulcerative colitis remains unclear. 
This is due to low- to very low certainty evidence from poorly conducted 
studies, which contribute limited amounts of data from a small number of 
participants. 
Future trials comparing probiotics with 5-ASA rather than placebo will 
better reflect conventional care given to people with ulcerative colitis.
Appropriately powered studies with a minimum length of 12 months are 
needed

Iheozor-Ejiofor et al Cochrane Library 2020 



6 Treatment and prevention of pouchitis aer ileal pouch-anal
anastomosis for chronic ulcerative colitis

For chronic pouchitis, low quality evidence suggests that VSL#3 may be more 
effective than placebo for maintenance of remission. 

For the prevention of pouchitis, low quality evidence suggests that VSL#3 may be 
more eLective than placebo. 

Well designed, adequately powered studies are needed to determine the optimal 
therapy for the treatment and prevention of pouchitis

Singh et al Cochrane Library 2015



7 Probiotici nella terapia della colite ulcerosa
Possibili indicazioni 

• Formulazione de Simone nella terapia di mantenimento della 
pouchite antibiotico-dipendente

• E.Coli Nissle 1917 nella terapia di mantenimento della colite 
ulcerosa in pazienti intolleranti a mesalazina

• Probiotici contenenti ceppi multipli in aggiunta a mesalazina nella 
terapia di mantenimento della colite ulcerosa



8 Novel Bioenhanced Curcumin With Mesalamine for Induction of 
Clinical and Endoscopic Remission in Mild-to-Moderate
Ulcerative Colitis

Banerjee et al J Clin Gastroenterol 2021
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Among the most robust dietary trials 
in IBD currently available, certainty 
of evidence remains very low or low. 
Nonetheless, emerging data suggest 
potential benefit with PEN for 
induction and maintenance of 
remission in CD. Reduction of red 
meat and refined carbohydrates 
might not reduce risk of CD relapse. 
As more dietary studies become 
available, the certainty of evidence 
could improve, thus allowing for 
more meaningful recommendations 
for patients.

Limketkai et al CGH 2022

Dietary Interventions for the Treatment of Inflammatory
Bowel Diseases: An Updated Systematic Review and 

Metaanalysis
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A Low-FODMAP Diet Provides Benefits for Functional 

Gastrointestinal Symptoms but Not for Improving Stool Consistency 
and Mucosal Inflammation in IBD: A Systematic

Review and Meta-Analysis

Peng et al Nutrients 2022
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